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I. With regard to the language, this opinion has been established on the basis of: 
\X\ the international application in the language in which it was tiled. 

□ a iransluhonofiheinternationai application into which is the language of a 

translation lurnished tor the purposes of international search <Rules 12.3(a) and 23. 1(b)). 

2. □ ITi.s opinion has been established taking into account the rectification of an obvious mistake authorized bv or notified 
io this Authority under Rule ^1 (Rule 436/*. 1(a)) 

3 With regard to any nucleotide and/or amino acid sequence disclosed in the international application, this opinion has been 
established on the basis of: 

a. ivpc of material 

□ a sequence listing 

table(s) related to the sequence listing 

b. format of material 

on paper 
I 1 in electronic form 

e. time of filing/ furnishing 

contained in the intemaiional application as tiled 

filed together with the international application in electronic form 

□ 

furnished subsequently to this Authority for the purposes of search 

4. Q In addition, m the case that more than one version or copy of a sequence listing and/or tablets) relating thereto has been 
hied or furnished, the required statements that the information in the subsequent or additional copies is identical to that 
in the application as hied or does not go beyond the application as llled. as appropriate, were furnished. 

5. Additional comments: 
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Bon No. HI Non-eslablishment of opinion with regard to novelty, inventive step anil industrial applicability 



IIS?' WhC !h Cr C,a,mCt l ,nVemi ° n IO hC n0Vd - ! ° inV ° lve an invcnlIve slc P < l ° b < obvious), or to be industrially 

.ipplicible have not been examined in respect of y 

Hie entire international application 

23. 29-39. 121-122 and 126 



claims Nos. 



because: 

□ 

the said international application, or the said claims Nos. 



subject matter which docs not require an international search (specify). 



relate to ihe following 



ihe description, claims or drawings (indicate particular elements below) or said claims Nos. 23 - 29 ' 39 - 1 2U22. 126 
are so unclear that no meaningful opinion could be formed (specify)' 



^^^^^S^r n °' ^ aCC ° rdanCe SeCO " d 3 " d ' hird Se " tenCeS " R "'° <•>■ ™— «• 



□ 



the claims, or said chums Nos. 

by the description that no meaningful opinion could be formed <spectfrT 



;;re so inadequately supported 



□ 



□ 
□ 



no international search report has been established lor said claims Nos. 23 - 20 ~ Z9 - 121 - 122 a "d 12 6 



ajnean.nglul opinion could no. be formed without the sequence listing; the applicant did not. wiih.n the prescribed time limit. 
LJ furnish a sequence listing on paper comply.ng with the standard provided lor in Annex C of the Administrative 
instructions, and such l.st.ng was not avu.lable to the International Searching Authority in a lorn, and manner acceptable 

□ furnish a sequence listing in electronic form complying with the standard provided lor in Annex C of the Administrative 
Instructions, and such hs.mg was no. available to die International Searching Authority in a form and manner acceptable 

^ ^eTiurMwlbt. IUmiShi " 6 '' Un,,Sh ' n8 ° f 3 SCt,UenCC liS " ng rCSp ° nSC l ° a " inv,la "°" " ndcr 

:. meaningful opinion could not be formed without the tables related to the sequence listings; the applicant did no. wi.hin the 
Vnncx C^ofthe TJT'f ^ ' ab,CS C,Ct,r ° n,C f0rm COmP ' yine W " h -qufrcmen. provided for m 

the tables related to the nucleot.de and-or amino acid sequence hsting. if ,„ electronic form only, do no. comply with the 
technical requirements provided for in Annex C-b,s of the Administrative Instructions. 



□ 

.See Supplemental Box for rurthcr details. 
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Ho, No. V Reasoned statement under Rule 4J*r.l<.)<i) with regard to novelty, inventive step or industrial applicability. 

citations and explanations supporting such statement * 



I . Statement 

Novelty t n > 

(men live step (IS) 

Industrial applicability (lA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



24-28. 46-48. 61-95. 105, und 107-120 



40-45. 49-60. 96-104, 106. and 123-125 



none 



1-22. 24-28. 40-120. and 123-125 



1-22. 24-28. 40-120. and 123-125 



YES 
NO 

YES 
NO 

YES 
NO 



Citations and explanations: 

I ^^S^%J^ ,23 ' la5 ,3Ck n ° VeMy U " der PCT 33,2 > " * US 2007,002644, A1 



to 



Regarding claim 40 .Olson '441 teaches a method of reducing viral load in an HIV- 1 -infected human subject wh.ch comorises- 

I SSnatiLn PT A St DeS ' 9na,, ° n PTA -»° 98 > °' ^ »• P'^mid designated P Vg4:HuPR0140 (mut B+dVh ^TCC SSS 

- wherein the effective HIV-1 viral load-reducing dose is selected from 5 mg per kg of the subject's body weiohl or 10 mn/kn „f .h» 
sub.ee* body weigh, of the subject's body weigh,, so us to thereby reduce the *J^hTwm^W™?^ 

I Ro '*" di "9 claim 42 Olson 441 teaches a method of reducing viral load in an HIV-,-infected human subject which comorises- 

- subcutaneously admin.ster.ng (para 0)074]) to the subject an effective HIV-, viral load reducing dole o?£] hummed antibodv 
designated PRO 140. or ,b) an ant-CCRS receptor monoclonal antibody which inhibits HIV-1 fusion "ft i CD4+CC™ lit " 

- where.r .PRO 140 comprises ,.) two ligh, cha.ns. each light chain comprising the light chain variable VL) and cons.anWCL) reoions 
..needed by the plasm.d designated pVK.HuPR0140-VK (ATCC Deposit Designation PTA4097) and fi 1 two , he™ "rt,*„i 

HG^HfTTC^Lt^r Chai ? Va "£L e a " d CO " S,an ' < CH > re *° ns eroded eiCSy 'he ^^S^^^^O 
I S^aton PTA-!S99| DeS ' 9nat,0n PTA "<°98> °' by the p.asmid designated pVg4:HuPR0140 (mut B + D + .)-VH (ATCC : DeposS 

I .helS^ Vira ' load - r ^ — * *10 m*. o, «. subject's body weigh,, so as to thereby reduce 

Regarding claims 41. 43 nnd 103. Olson "441 further teaches the HIV-1 viral load reducing dose is 5 mo/ko of in* .■■■hi«-,-= . k. 
| 1 0 mg per Kg of the subject's body weight (para [003 1 1). euucing oose .s a mg/kg of the ujb|ect s body weight or 

I Regarding claim 44. Olson 441 also teaches the effective HIV-. vira. load-reducing dose ,s a total of ,50 mg or 300 mg (para (0269], 

|d—£^ 
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In case the space in any or the preceding boxes is not sufficient. 

Continuation of: 

Box V(2). Citations and explanations: 

£^0^ Vira ' *- * «*■«"« * achieve in ,he subject a «, concentration of 

co^nir n a ^n^,h- SJfSLi** 1 '"^V^^ the viral load-reducing dose .s sufficient to achieve and maintain in the subject a serum 
concentration of the ant.body selected from the group consisting of at least 1 ug/ml. about 3 to about 12 uq/ml al least Suoyml at least in 
ug/ml. at leasl 25 ug/ml and at least 50 ug/ml (para [0097]). * sug/mi. at least 10 

SaS" 9 Cla "" °' SOn a ' S ° ' eaCheS ^ reduc,ion of the subjecrs HIV-I viral load is maintained for at least one week (para 

I JS^^SS" °' ,he subioc,s HIV ~' v,ral load is main,a,ned ,or 31 ,eas ' -° weeks - ,or al 

r^efp^n^^^ HIV '' Vira ' ,Dad ' S fedUCed by 3 ' leaSl 5 ° % f0 " 0W "" 9 ad " a «°" of the CCRS 

' anT^iThv a ',7J!; 25^ n 41 ' Urth ! r teaChaS me SUb ' eCrS HIV "' Vira ' l03d iS reduced bv a « ieast 70% fa"""™! administration of the 
untibody. by at least 90% following administration of the antibody (para (0099J). 

HrvTpSS^OI) 57 ' ° ,S °" ^ c °- adminis,erina <° object at least one additional antiretroviral agent effective against 

Regarding claim 58 Olson '441 further teaches the antiretroviral agent is a nonnucleos.de reverse transcriptase mhib.tor (NNRTI) a 
nucleos.de reverse transenptase inhibitor (NRTI). a protease inhibitor (PI), a fusion inhibitor, or any combination .hereoHpara [0101),. 

I co^oelei^ih^ml^ h 41 a,so l tea ^ nes 'he antiretroviral agent is at least one additional CCRS receptor antagonist the. does not 
compete with the humanized monoclonal antibody designated PRO 140 (para (0293)}. 

I Re 9 ar *ng Claim 60. Olson 441 further teaches the subject is treatment na ve or treatment-experienced (para [0100)). 

,?eX d aZpRO l2» orZ a 4 n 1 .n a !rr e R a r eS T ° CR5 anta 9° nisl '<»■ ' 0095 » is from (a) a humanized anybody 

Jebignated PRO 140, or (b) an anti-CCR5 receptor monoclonal antibody which (i) binds to CD4+CCR5+ cells in the subject and inhibits 

c^Tc%4lcCR5 + c e t fn h' W"™*™-! *«■«» wi <" CD4+CCR5* cells with a potency equal or greater than that oTpRO^I 4a $ 
nnilrra^ « ?k . J* SUb,eCt W " h ° Ut reduc,na of such cells in the subject, and/or (iv) binds to the subject's 

^mmM^Z^^'"? ," H° aSe " * he SUbi8C, ' S P ' aSma c °" ce "^tion of circulating 13-chemokines. wherein PRO 140 
compnses (0 two light cha.ns. each light Cham compnsing the light chain variable (VL) and constant (CL) regions encoded bv the olasmid 

SZS^S^Z^J™ ° ePOSi ' DeS T a . fon PTA -4° 97 >- and <«> -° hea g vy chain ^^rfsin^ he"^ 

ohd.n enable (VH) and constant (CH) regions encoded either by the plasmid designated P Vg4:HuPRO140 HG2-VH (ATCC Deposit 
Designation PTA-4098) or by the pla S m,d designated P Vg4:HuPRO140 (mut B+O.J-VH (ATCC Deposit Designation ^099,^ 

Regarding claim 101. Olson 441 further teaches viral load reduction in the subject persists for about two to three weeks (para [0098)). 
Regarding claim 104. Olson 441 also teaches the CCRS receptor antagonist is administered intravenously or subcutaneously (para 

Regarding claim 106. Olson '441 further teaches a pharmaceutical^ acceptable carrier (para (01401) 

R^^rt!^ H la ' m 111' S! S °" 'IV, I'' 50 tBaCheS "-^"""'stenng an HIV entry inhibitor which is an antibody (para [0217] 2D7) 
Regarding c aim 24. Olson 441 further teaches the HIV entry inhibitor antibody .s a monoclonal antibody para 0217 ) 
Regarding claim 125. Olson 441 also teaches a human.zed anybody that is TNX-355 (pora [0009)). 

Claims 46 and 95 lack an inventive step under PCT Article 33(3) as being obvious ever Olson '441. as above. 

^TaT^n^^^^TV^^ I?," eff f CtiVe ■ yira ' ' 03d reduci " 9 dose ^ministered subcutaneously reduces HIV-1 viral load by 
°^l'^ ra L 00 !?': ° 0471 ' ft ?.?>- °' son 441 does n °' ,each 1 5-2 loglO. Since the range of Olson 441 sigmficanllv overlaps 



range of claim 46. one of ordinary skill in this art would recognize that it is obvious over it 



? u e ™mf ^ OISO " '""J tea ?* es J CCRS rece P ,or antagonist which, when administered to an HIV-infected subject achieves an 

Tu^Z^smZ^n^' ^ ° f " P '° 18 10910 bV *~ d3y "' ne '° d3y fif * ee " ^"^a,o e n "he 

Olson -441 does not teach up to 2.5 log 10. It would have been obvious to one of ordinary skill in this art based on routine experimentation 

?£» nnlTZZ f « dm, " ,s ' rat, ° n P T m t " a, ac " ieves a " average max,mum decrease of v.ra. load in ,he °ub,^ t o, u Mo 2 5 £ S by 
Jbout day nine to day fifteen following administration to the subject. tog iu oy 



-Please see Supplemental Box 2 to continue 
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In case the space in any of I he preceding boxes is not sufficient. 

Continuation of: 
| Box V(2) and the preceding Supplemental Box 1: 

W^rl'^ 2 *:? 6 ^ 47 .-**,*- 8193 a ." d JL 07 ' 1 18 ' aCk a " invent ~«» step under PCT Article 33(3) as being obvious over an abstract entitled 
7 ? Maraviroc plus Optimized Background Therapy in Viremic. ART-experienced Patients Infected with CCRS-trop* 
HIV-1 , n Europe. Australia, and North Amenca: 24-Week Results" by NELSON et al (hereinafter Nelson") in view of Olson 441 . 

uS^SS^fc r e ' S S», , f Ch ?? 3 J me, ^° d °' redUd " 9 load in an H'V-l-irrfected human subject which comprises administering to 
the subiect an effective HIV-I v.ral load reducing dose of a CCR5 receptor antagonist (pg 1 para 1 ) 

- wherein the v.ral load reducing dose of the CCR5 receptor antagonist achieves an HIV RNA reduction of up to about 2 0 log 10 in the 
■reject following administration of the CCR5 receptor antagonist (pg 1 table In 1 ) 9 

uTto a'ElES tEf^^LTf*?' Tl? ? We6k Peri0d <P9 1 - para 3 - 5 »- Ne,son does "° l ,eac " a " HIV RNA reduction of 
up to about 2.5 Iog10. Olson 441 teaches a method of reducing viral load in an HIV-l-infected human subiect which comprises 
; idmin,stenng to the subject an effective HIV-I viral load reducing dose of a CCR5 receptor antagonist (para [0031H Sson afso teaches a 
v,ral load reduang dose of the CCRS receptor antagonist achieves an HIV RNA reduction of uplo about 1* taQm£SXEE%l 
admmis.ral.on of the CCRS receptor antagonist where the subject is a mouse (para [0046H0047]. fig 5) over ?12 o^ffiptasTF 

°, ^".^ Ski "J n *? 3rt baSBd ° n rOUtine * cSn&ni the metAo7sT N ^ anj O son 

bo lu« n ^ Sir k °" °' " P '° abOUt 2 5 10910 ° no of ordina, y sW " in ,his art wou,d hav ° °een motivated to do so 

because Olson 441 s method shows an equivalent HIV RNA reduction over 1/14 the lime period. 

Regarding claim 3. Nelson teaches a method of reduang viral load in an HIV-l-infected human subject which comprises administer™ m 
Ihe subject an effective HIV-1 viral load reducing dose of a CCRS receptor antagonist (pg 1 para 1 comprise. **n"iistenn B 'o 

7 " hllT Tf V Th' ,oadred " cin a *>se of the CCR5 receptor antagonist achieves a mean logic HIV RNA change of from about -1 97 (do 
n,«™ * '"k 6 SUb,e ? b Jf 1° OUt d3y ,68 <P9 Para 3 " ln 5 > ,ollowina administration ofThe CCRS receptor antagon£t 9 
H V ? „t, i^h h 3 ^ ° ; 8d ^l V ' ral IOad * 3 " "«V+iniactod subject which comprises administering to the subject an effective 
HIV- 1 viral load reducing dose of a CCRS receptor antagonist (para [0028). [0031)). as well as a viral load reducing dose of the C^CRS 
eceptor antagonist achieves a mean Iog10 HIV RNA change of from about -1.0 to about -1.7 in the subject by atoutdat five fo about dav I 
Z ^T" h rai ' 0n ? i' he £ CR5 rBCep,0r an,a 9° nist wh8 ™" subject is a mouse (para [0046H004^g 5) » wou d ha^e been 

ibv.ous to one of ordinary skill in this art to use the method of Olson 441 on humans as in Nelson. One of ordinary ska nThi" art would 1 
| have been motivated to do so because Olson '441's method shows an equivalent HIV RNA reduction over a bo™7nTtoe 

Regarding claim 4. Nelson teaches a method of reducing viral load in an HIV-l-infected human subject which comprises administennn to 
the subject an effective HIV-I viral load reducing dose of a CCRS receptor antagonist fpg 1 para 1 ) """prises adrnmistenng to 

I - ; whemn the effective HIV-1 viral load reducing dose results in a greater than tenfold decrease in HIV RNA (pg 1. table In 1) in the 
subject at about 168 days following administration of the CCR5 receptor antagonist (pg 1. para 3 In 5) 

Nelson does not teach the reduction occurs at about ten days following administration. Olson 44 i teaches a method of reducina viral load 
,n an HIV-l-inlected human subject which comprises administering to the subject an effective HIV-I viral load reduefng dose of a CCRS 

r ^fM« hw"™? 3 ^ h' °' SOn a,S ° ,eaCh8S a " effeCtive H,VM viral ,oad reduci "3 d °s« results in a g^afer thantentofd 
£EEE?h h ? ^ sub ' ec,at abou « te " da VS following administration of the CCRS receptor antagonist (para [0046H0M7] Fig 5) 

^«fn ^,™ S n ' ^ a J nOUS *J. ^ haVG bee " obvious '° one of ordinar y skil1 in ,nis art ««> «• *e method of Olson '441 on humans 
| RNA h3V ° ^ mOUVa ' ed *° d ° ^ b8C3USe ^ ^ VS mam ° d Sh ° WS 3 " ^ a '-' "TV 

l^c^^ 

I T^fifiS el Jf ive HIV : 1 viral load r «d"cing dose results in a > or = to 1 log 10 reduction in HIV RNA (pg 1. table In 1) in the subiect at 
about 168 days following administration of the CCR5 receptor antagonist (pg 1 para 3 In 5) suoject at| 

I nr^n"^°i e ,l^i teaCh th ,t r !. dU | :,i0 J n ° CCUrS a ! abOUt day 5 to about da * 15 following administration of the CCRS receptor antagonist 
Olson 441 eaches a method of reduang viral load in an HIV-l-infected human subject which comprises administering to rnVsubiect an 
effec t.ve HIV-I vira load reduang dose of a CCRS receptor antagonist (para [0031),. as well as an Effective HIV - f™al toad Educing dose 
results in a > or = to 1 log 10 reducUor. in HIV RNA in a subject at about day 5 to about day IS following administration ofthe TcRS 
receptor antagonist (para (O046)-[0047). Fig 5) wherein the subject is a mouse. It would have been obvious to one of ordinaWskMI in this 

o^on"I!,^ e V£? k' °' SOn 441 °1 hUma " S aS Ne,SOn ' ° na of ordina, V ski" in this art would have been motivated to oo so becau^ 
Olson 44 1 s method shows an equivalent HIV RNA reduction over about 1/14 the time period. oecause 

I !lmpn < sef: Cla,m **' ' ""^^ °' eleva,in 9 CD4+ ^ cour " <*> 2 - f»a 1)in an HIV-1-.nfected human subject which 

-- ..dministering to the subject an effective CD4+ cell count-elevating dose of a CCRS receptor antagonist (pg 1 para 1 ) 
Nelson does not teach an anb-CCRS receptor monoclonal antibody. Olson .141 teaches a CCRS receptor antagonist f para [00281) that is 
(a) a numanized anybody designated PRO 140. wherein PRO 140 comprises (i) two light chains, each light chain compristng me oht 
PTAurX'f ^ 1 'r d K COnS ' a : 1 (CU fe9i0nS enC ° ded by Pl3smid de S' 9 nated P VK:HuPRO140-VK (ATCC De^t Designation 

J L U " d ( "' ^ h6aVy Cha ' nS - eaC " heavy chain """Posing the heavy chain variable (VH) and constant (CH) regions enraded 
either by the : p.asm.d designated P Vg4:HuPRO140 HG2VH (ATCC Deposit Designation PTA-4098) or by tn e p asmid des°qnate" 
P Vg4:HuPRO140 (mut B+D + I)-VH (ATCC Deposit Designation PTA-4099) (para [0031 )) P'asm.a designated 
Olson '441 also teaches an effective HIV-1 viral load-reducing dose of it comprises from 0.1 mg per kg to 10 mq per ko of the subject's 
body weight. Clson further teaches "In many instances. mAbs provide safetv efficacv anrl M «-J,f ■ ^wJTTk . T 
molecute compounds.- (para [0027!,. I, wouTd have been obvious to'o^nSr^.Tn^^ by Sma "" 

monoclonaJ anubody of Olson '441 in the method of Nelson. One of ordinary skill in this art would have been moUvated t^ ™ sTfor the 
benefits mAbs prov.de taught by Olson 44 1 . It would have been obvious to one of ordinary skill in Ihis art based c^ rout-ne 
j we£hT G '° CD4+ 06,1 C0Unt - ,;tevati " 0 d °se be selected from 0. 1 mg per kg to 25 mg per kg of "he subject's body 
— Please see ttie following Supplemental Box 3 
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Continuation of: 

Box V(2) and the preceding Supplemental Box 2: 

Regarding claim 81. Nelson teaches a method of reducing viral load in an HIV-Wnfected human subject which comprises administer™ to 
the subject an effective HIV-I viral load reducing dose of a CCR5 receptor antagonist (pg 1 para 1 ). 

- wherein the viral load reducing dose of the CCR5 receptor antagonist achieves an up to 2.0 log 10 HIV RNA reduction (pg 1 table In 1) 
by about day 168 following administration, so as to reduce the subject's HIV-I viral load (pg 1. para 3, In 5). 

Nelson does not teach an anti-CCR5 receptor monoclonal antibody nor an up to 2.5 log 10 HIV RNA reduction by about day nine or day 
ten. Olson 441 teaches method of reducing viral load in an HIV-Mnfected human subject which comprises: 

- administering to the subject an effective HIV-I viral load reducing dose of (a) a humanized antibody designated PRO 140 or of (b) an 
.inti-CCRS receptor monoclonal antibody which inhibits HIV-I fusion with CD4+CCR5+ cells. 

- wherein PRO 140 comprises (i) two light chains, each light chain comprising the light chain variable (VL) and constant (CD regions 
encoded by the plasmid designated pVK:HuPRO140-VK (ATCC Deposit Designation PTA4097). and (ii) two heavy chains each heavv 
f^wf,° m ^ nS ' n9 the he3Vy Cha ' n variab,e < VH > and constant (CH) regions encoded either by the plasmid designated pVg4*HuPRO140 
HG2VH (ATCC Deposit Designation PTA-4098) or by the plasmid designated pVg4:HuPRO140 (mut B+0+Q-VH (ATCC DeDosit 
Designation PTA-4099) (para (0031 J). ^ 
Olson 441 also teaches an effective HIV-I viral load-reducing dose achieves an up to 1 .8 Iog10 HIV RNA reduction by about day nine or 
day ten following administration, so as to reduce the subject's HIV-I viral load wherein the subject is a mouse (para [0046M0047] fig 5) 
Olson further teaches "In many instances. mAbs provide safety, efficacy and ease-of-use profiles that are unrivalled by small-molecule 
compounds." (para [0027]). It would have been obvious to one of ordinary skill in this art to use the anti-CCR5 receptor monoclonal 
antibody of Olson '44 1 in the method of Nelson. One of ordinary skill in this art would have been motivated to do so for the benefits mAbs 
provide taught by Olson '44 1 . It would have also been obvious to one of ordinary skill in this art based on routine experimentation to 
achieve an HIV RNA reduction of up to about 2.5 log 10 by about day nine or day ten following administration. 

Regarding claim 82. Nelson teaches a method of reducing viral load in an HiV-l-infected human subject which compnses 

- Jdministenng to the subject an effective HIV-I viral load reducing dose of a CCR5 receptor antagonist (pg 1 para 1) 

- wherein the viral load reducing dose of the CCR5 receptor antagonist achieves an up to 2.0 Iog10 HIV RNA reduction (pg 1 table In 1 ) 
by about day 168 following administration, so as to reduce the subject's HIV-I viral load (pg 1. para 3 In 5) 

Nelson does not teach an anti-CCR5 receptor monoclonal antibody nor an up to 2.5 Iog10 HIV RNA reduction by about day nine or day 
ten. Olson 441 teaches method of reducing viral load in an HIV-1-infected human subject which comprises: 

- administenng to the subject an effective HIV-I viral load reducing dose of (a) a humanized antibody designated PRO 140 or of (b) an 
anti-CCRS receptor monoclonal antibody which inhibits HIV-I fusion with CD4+CCR5+ cells. 

- wherein PRO 140 comprises (i) two light chains, each light chain comprising the light chain variable (VL) and constant (CL) reqions 
encoded by the.plasmid designated pVK:HuPRO140-VK (ATCC Deposit Designation PTA4097). and (ii) two heavy chains each heavy 
chain compnsing the heavy chain vanable (VH) and constant (CH) regions encoded either by the plasmid designated pVg4 HuPRO140 
HG2VH (ATCC Deposit Designation PTA-4098) or by the plasmid designated pVg4:HuPROl40 (mut B+D+Q-VH (ATCC DeDosit 
Designation PTA-4099) (para [0031]). 

Clson '441 also teaches an effective HIV-I viral load-reducing dose that achieves a 1 .20 Iog10 to 1.83 Iog10 HIV RNA reduction by about 
n»ne to ten days following administration, so as to reduce the subject's HIV-I viral load wherein the subject is a mouse (para [0046H0O471 
fig 5). Olson further teaches "In many instances. mAbs provide safety, efficacy and ease-of-use profiles that are unrivalled by small- 
molecule compounds." (para (0027)). It would have been obvious to one of ordinary skill in this art to use the ant»-CCR5 receptor 
monoclonal antibody of Olson "441 in the method of Nelson. One of ordinary skill in this art would have been motivated to do so for the 
benefits mAbs provide taught by Olson '441. It would have also been obvious to one of ordinary skill in this art based on routine 
expenmentation to achieve an effective HIV-I viral load-reducing dose achieves a 1.20 Iog10 to 1.83 loglO HIV RNA reduction by about 
nine to ten days following administration, so as to reduce the subject's HIV-I viral load. 

Regarding claim 83. Nelson teaches a method of reducing viral load in an HIV-l-infected human subject which comprises 

- administenng to the subject an effective HIV-I viral load reducing dose of a CCR5 receptor antagonist (pg 1 para 1) 

- wherein the viral load reducing dose of the CCR5 receptor antagonist achieves an up to 2.0 Iog10 HIV RNA reduction fpg 1 table In 1 ) 
by about day 168 following administration, so as to reduce the subject's HIV-I viral load (pg 1, para 3. In 5). ' 
Nelson does not teach an anti-CCRS receptor monoclonal antibody nor an up to 2.5 Iog10 HIV RNA reduction by about day nine or day 
ten. Olson '441 toaches method of reducing viral load in an HIV-l-infected human subject which comprises: 

- administering to the subject an effective HIV-I viral load reducing dose of (a) a humanized antibody designated PRO 140 or of (b) an 
anti-CCRS receptor monoclonal antibody which inhibits HIV-I fusion with CD4+CCR5+ cells, wherein PRO 140 comprises (i) two liaht 
chains, each light chain comprising the light chain variable (VL) and constant (CL) regions encoded by the plasmid designated 
pVK:HuPRO140-VK (ATCC Deposit Designation PTA4097). and (ii) two heavy chains, each heavy chain comprising the heavy chain 
oT n * a ?n« ( ^ } a " d « 3n f ant < C "> regions encoded either by the plasmid designated P Vg4:HuPROl40 HG2VH (ATCC Deposit Designation 
PTA-4098) or by the plasmid designated P Vg4:HuPROl40 (mut B+D+Q-VH (ATCC Deposit Designation PTA-4099) (para 100311) 
Olson '441 also teaches an effective HIV-1 viral load-reducing dose results in a suppression of viral load by at least 1 0 log 10 within about 
five days following administration, so as to reduce the subject's HIV-1 viral load wherein the subject is a mouse (para {0046M00471 fio 5) 
Olson further teaches "In many instances. mAbs provide safety, efficacy and ease-of-use profiles that are unrivalled by small-molecule 
compounds^ (para [0027]). It would have been obvious to one of ordinary skill in this art to use the anti-CCRS receptor monoclonal 
antibody of Olson 44 1 ,n the method of Nelson. One of ordinary skill in this art would have been motivated to do so for the benefits mAbs 
prcv.de taught by Olson "441. It would have also been obvious to one of ordinary skill in this art based on routine experimentation to 
achieve an effective HIV-1 viral load-reducing dose results in a suppression of viral load by at (east 1.0 loglO w.thin about five davs 
following administration, so as to reduce the subject's HIV-1 viral load. 
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Regarding claim 84. Nelson teaches a method of reducing viral load in an HIV-l-infected human subject which comprises 
- administering to the subject an effective HIV-I viral load reducing dose of a CCR5 receptor antagonist (pg 1 para 1) 
hw K efe .' h I?! ,oad redu ° n ? dose of CCR 5 receptor antagonist achieves an up to 2.0 Iog10 HIV RNA reduction (pg 1 table In 1) 
by about day 168 following administration, so as to reduce the subject's HIV-I viral load (pg 1 para 3 In 5) ' 
Nelson does not teach an anb-CCR5 receptor monoclonal antibody nor an up to 2.5 Iog10 HIV RNA reduction by about day nme or day 
ten. Olson 441 teaches method of reducing viral load in an HIV-l-infected human subject which comprises- 

~J^r^T rmg ? th ° SUbi f Ct a ." eff f ctive H,V - ( viral ,oad educing dose of (a) a humanized ant.body designated PRO 140. or of (b) an 
anti-CCR5 receptor monoclonal ant.body which inhibits HIV-I fusion with CD4+CCR5+ cells, wherein PRO 140 compnses (i) two liqht 

nVK n 4uPRO d£vK ^rrr ^ Sin9 , th n **** l*™^™*!? (VL) and COnStanl < CL) re 9 ions encoded b * tn * Dlasmid designated 
InS , (ATCC Deposit De SI gnat,on PTA4097). and (ii) two heavy chains, each heavy chain compnsing the heavy chain 

otJ Mnnl. ] T t ^ L C " } reQIOnS encoded e,tner °V the P'asmid designated P Vg4:HuPRO140 HG2VH (ATCC Deposit Designation 
PTA-4098) or by the piasm.d designated P Vg4:HuPRO140 (mut B+D+O-VH (ATCC Deposit Designation PTA-4099) ( P ara^003l1) 
1 ?hn?.t ton 1 aIso leach8S a " eff «** v « viral load-reducing dose results in a greater than ten fold decrease in HIV RNA in the subject by 
about ton days following admin.strat.on. so as to reduce the subject's HIV-1 viral load wherein the subject is a mouse (para [0046H00471 

Olson further teaches that -[i]n many instances. mAbs provide safety, efficacy and ease-of-use profiles that are unrivalled bv small- 
molecule compounds, (para (0027]). It would have been obvious to one of ordinary skill in this art to use the anti-CCR5 receptor 

SSSf^h Y H , ° S k?k 4 th S m « eth ° d °' Ne,SO " ° ne °' 0rdinar * skiH in tnis art wou,d havo been motivated to do so for the 
benefits mAbs provide taught by Olson '44 1 . It would have also been obvious to one of ordinary skill in this art based on routine 

h.TnM,TJ 7 3 w 8ffeC ! iVe HIV-4 Vifal ,oad - reduci "9 dose results in a greater than ten fold decrease in HIV RNA in the subject 

by about ten days following administration, so as to reduce the subject's HIV-1 viral load. *uojeci 

, Regarding claims 107, Nelson teaches a method of reducing vira load in an HIV-1 -infected subject, which comprises- 

(a) determining that the subject is infected with a CCR5-tropic strain olHIV-1 and 

(b) administering to the subject an effective HIV-1 viral 10ad reducing dose of a CCR5 receptor antagonist (pg 1 para 1 ) 

Nelson does no! teach CCR5 receptor antagonist which is selected from (a) a humanized antibody designated PRO 140. or (b) an anti- 
| CCR5 receptor monoclonal antibody. Olson '441 teaches method of reducing viral load in an HIV-l-infected human subject which 

7:n U ^?h^ '? thB ^ effS u CtiVe H,V- ' Viral load redUcin 9 dose of < a > a h "™n.zed ^"body designated PRO 

140. or of (b) an anti-CCR5 receptor monoclonal antibody which inhibits HIV-I fusion with CD4+CCR5+ cells 

I " W ^ r ! t "l P ^° \ 4 ° ^P* 1305 <»> •wo ,iant cnains . °ach light chain comprising the light chain variable (VL) and constant (CL) regions 
encoded by the plasmid designated pVK:HuPRO14 0 -VK (ATCC Deposit Designation PTA4097). and (ii) two heavy chains each hTavv 

m^w^Tt^"?, ^ ° ha,n Va "t bt0 <VH) and COnStant (CH) re 9 ions encoded either by the plasmid designated P Vg4 HuPROl4fJ 
I HG2VH (ATCC Deposit Des.gnaUon PTA-1098) or by the plasmid designated P Vg4:HuPRO140 (mut B+D+Q-VH (ATCC Deposit 
. Designation PTA-4099) (para [0031]). ^«=mu5>h 
Olson further teaches that "[i]n many instances, mAbs provide safety, efficacy and ease-of-use profiles that are unrivalled by small- 
molecule compounds, (para [0027]). It would have been obvious to one of ordinary skill in this art to use the anti-CCR5 receptor 
monoclonal anybody of Olson '441 in the method of Nelson. One of ordinary skill in this art would have been motivated to do so for the 
benefits mAbs provide taught by Olson '441. 



?T.™iO t Rl.^in n Z J,Z 3d ^ dUC,n9 dOSB ° f me CCR5 reCep, ° r a " ,a 9°" isl an HIV RNA reduction of from 

n ^ 0 'f? ( i?. , ° 1 „ 83 '°?. 10 sub ' e , a f °" ow, "9 administration of the CCR5 receptor antagonist wherein the subject is a mouse fpara 

^ rlA^nn'I 9 ™^ t h°rr^ Ve ^ been ° bv, ° us '° °" 8 °' ««■ art based on routine experimentation to have a viral 

.oad reducing dose of the CCRS receptor antagonist that achieves an HIV RNA reduction of from 1.20 Iog10 to 1.83 loglO in the subject 
following administration of the CCR5 receptor antagonist in a human. suoieci 

^nM-TJ™ om V / 3,50 'J 68 " °. bVi ° US '° °" e ° f ° rdina,y skHI in art based on rau,ine experimentation to have the > or = 

to 1 loglO reduction in HIV RNA persist in a human subject for about ten days to about three weeks. 

Tu^e^ redUCti ° n «™ * 9 to da V « after administering to the 

^^^i s e r hes me HIV RNA reduction occurs by about day 10 after » »* W 

.nSS^2s*5Lra SSwiT 1 a ' SO t6aCheS V ' ral '° ad r6dUCin9 dOSB °' CCR5 feCePt0r antag ° nist is 3 smg,e dose ^mimstered 

Regarding claim 10. Olson '441 further teaches the viral load reducing dose of the CCRS receptor antagonist is a multiple dose 
administered intravenously (para [0074]). a um. m . c u^b 

[ Regarding claims 1 1. 12 87. and 115. Olson '441 also teaches the HIV-1 viral load reducing dose is 5 mg/kg of the subject's body weinht 
or 10 mg per kg of the subject's body weight fpara (0031 )). ^ ouuy weigni 

Regarding claim 13 Olson '441 further teaches the viral load reducing doses of the CCRS receptor nntagonist are admin.stered about 
! * ver V ^ Wfeeks - about ever V fo "' weeks, or about every s.x weeks after administration of a first dose (para [0093]). 
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I .n^lToa^OO/in !^r^!, 1 «, a,SO ' 03d redUCin9 doseS °' ^ CCR5 rece " ,or ^'^onist are administered at repeated 

Ipara fo098n ' * 3 ^ ,hre ° WeekS - ° r abOU ' eVer/ *'* W8eks after adminis " ati «"' °' a *»t (tose 

[ %3Z£^<£^£ ' °" '° ad redUCi " 9 dOSe °' ,h ° CCRS " CB »° r is altered 

| rZSSS' ( , paraiM n 74 4 ». 1 a ' S ° ***** *"* re<1UCin9 d ° S ° °' ' be CCRS feCep,0r anta 9°" is ' is 3 ™'«"" 8 d ° sa administered 

| (p^aX'lnT) 17 ' NelS °" ' Urther ,eaCh8S ^ V,ra ' ,0ad redUCing d ° Se °' the CCRS reC9pl0r an| afl°™st 'educes viral load by 1.5-2 Iog10 | 

.h! 9 ^^,. 0 '^ 18- °'!° n l 441 3,30 ' eaCheS ' hB Viral IOad reduci "9 d °se of the CCRS receptor antagonist is 2-10 mg/kg (para 100311) of 
the subiecl s body weight administered subcutaneously (para (00741). I; oi 

I Re h 9ar , din9 c,a ; m ( 19 - 0 , ,s ° n ' urther ,eache s < ha vira' 'oad reducing dose of the CCRS receptor antagonist ,s administered 
subcutaneously (para |0074J) 02weeks (para [0098]). 

I nn» nr^f '£? ^ a ' S ° !ea f 88 "* vir3 ' load reducin 9 dose °' ,ha CCRS antagonist is administered subcutaneously I 

one or more times (para [0074]) per week or one or more times every two weeks (para [0098]). =»uucuianeousiy | 

Re , 9a ^ ClaimS . 2 J- Q ?A 2 ?- 85 ' a " d 10S - ° lson 441 *" th8r ,eaches CCR5 rece P'° r antagonist is selected from (a) a humanized 
Th^PRnTin 0 ° 1 (b JT anfi - CCR5 monoclonal antibody which inhibiteHIV-1 fusion with CM^oS^cS? 

wherein PRO 140 composes (i) two light chains, each light chain comprising the light chain variable (VL) and constant (CL) regions 
encoded by the p.asmid designated P VK:HuPR0140-VK (ATCC Deposit Designation PTA-4097). and (ii two heavy^h^ns eacTheavy 
HC, V^Trr 9 n ^r? " ^ a " d "'"^ (CH> regi ° nS enCOded ei,her "V ,ho P ,asm « designated P Vg4 HuPR0140 

I Agnation PTA^ >0W) (S^jSSS^ ' " * ^ HuPROU0 <™« ™+Q%H (ATCCDeposi. 

rpa?a , f0075 < i| aim ^ ^ ** anti - CCRS rece P tor monoclonal antibody is a humanized, human, or chimeric antibody 

Regarding claim 26. Olson , '441 further teaches the PRO 140 is administered intravenously in a single 5 mg/ml doss [01 671 and a 1 8 

h ?vl ,h?PR? ^1n°H Y R h A (fi9 5> - " WOU ' d h3Ve bee " ° bVi ° US 10 °" 8 °' ° rdinar * ski " in ,his art based °" ™»" a experimentation to 
have the PRO 140 administered intravenously in a single 5 mg/ml dose result in a 1.8 Iog10 mean reduction in HIV RNA. men,al,on lo | 

Regarding claim 48. Olson M41 also teaches a dose that is selected from 5 mg/kg. or 10 mg/kg. of the subieefs body weight (oara f0031H 
Ragarding cla.m 86. Olson '441 further teaches the reduction of viral load ,n the subject perjisls for about two iS^S.SilK.| 

I |0074] din9 C ' a ' m 88 1 ^' °' SOn alS ° ,6aCheS V ' ral ' Cad fedUC ' n9 doSe is ^ d min.stered intravenously, or subcutaneously (para 
| Regarding claim 89. Olson '441 further teaches the subject is treatment-naive or treatment experienced (para [0100]). 

Regarding claim SO. Olson 441 also leaches (a) prior to administenng the humanized antibody designated PRO 140 or the anti-CCRS 
receptor monodonal ant.body to the subject, the subject has received treatment with a. least one antiretroviral agent effective to inhlbif 
2- h . 1 concun ; enI Wllh ad m.n.stering the humanized anybody designated PRO 140. or the anti-CCRS receptor mo^odona 
' Tpara'pioi IP an " re,rowa1 a 9 ent ,s ad ministered to the subject, so as to enhance the reduction of HIV-1 viral load in Subject 

Regarding claim 91 Olson 441 further teaches the antiretroviral agent is a nonnucleoside reverse transcriptase inhibitor (NNRTI) a 
nucleoside reverse transcriptase .nhibitor (NRTI). a protease inh,bitor (P.). a fusion inhibitor, or any combination thereof (para (0101|). 

Regarding claim 92. Olson 441 also teaches the antiretroviral agent is a CCR5 receptor antagonist (para [0105]) 
Regarding c.a,m 93. Olson "441 further teaches the CCRS receptor antagonist is a non-pro.ein small organic molecule (para [0105]). 

Regarding claim 109. Olson '441 also teaches a CCR5 receptor antagonist which, when administered to an HIV-mfected subject ach.eves 
an average max,mum decrease of viral load in the subject of up to 1 .8 log 10 by about day nine to day fifteen following ^drnin^r?*',;™ ! ,t 
.ubject (para [0046H0047,. fig 5). O.son "441 does not teach up to 2.5 Iog10. U would have 'bee cS to ™To^™smZZ Z 
based on rouune expenmentabon to select a dosage and administration pattern that achieves an average maximum decease of «raHoa 
I .n the subject of up to 2.5 log 1 0 by about day nine to day fifteen following administration to the subject. oecrease ot viral loa 

I f If, ^"ll °' SOn ' 44, w further baches a CCRS receptor antagon.st that achieves an HIV RNA reduction of from 1 20 loqlO to 
1 .83 loglO by aoout day nine or day ten following administration (para [0046H0047], Fig 5). ^ 

?h™7 d i nq C ' a K m 1 1 h' °l^ n k 41 "l 5 " I? 30 * 105 3 CCRS rece P ,or antagonist that achieves a Iog10 HIV RNA change of from about -1 0 to 
[ about - 1 7 ,n the sub ( ect by about day five to day ten following administration (para [0046W0047], fig 5). 
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Regarding claim 112. Olson '441 further teaches a CCR5 receptor antagonist that achieves a greater than ten-fold decrease in HIV RNA i 
the subject at about ten days following administration (para (0046H0047]. fig 5). 

2fx?DMA 9 C !i! im V 3 ' °' SOn ' 441 3lS ° teacheS a CCR5 rece P tor antagonist that achieves a greater than or equal to 1 loglO decrease i. 
HIV RNA in the subject at about day five to about day fifteen following administration (para [0046H0047]. fig 5). 

Regarding claim 1 16 Nelson further teaches a determination that the subject is infected with a CCR5-tropic strain of HIV is made prior to 
the administration of the OCRS receptor antagonist to the subject (pg 1 para 1 ). 

Regarding claim 1 17. Nelson also teaches monitoring the subject at predetermined intervals during the administration of the CCR5 
receptor antagonist to determine viral load, and C04 cell count (pg 1-2. table). 

Regarding claim 1 18. Nelson further teaches monitoring is carried out about once every two to six months, or two to six times a year (pg 1 



Claims 61-80 1 and 1 1 19-120 lack inventive step under PCT Article 33(3) as being obvious over US 2006/0154857 A1 to REDFIELD et al 
(hereinafter Redfield ) in view of Olson "441 . 

rS in ff m 61 ' Redfie,d Caches a method of maintaining a reduced viral load in an HIV-l-infected human subject 'para [00281- 
[0030]), which comprises: 11 

fOO^nOO^I)" 9 l ° me 3UbjeCt an ant '- CCR5 ^ceptor monoclonal antibody which inhibits HIV-I fusion with CD4+CCR5+ cells (para 

(b) administering to the subject one or more subsequent effective HIV-1 viral load reducing doses of the antiCCRS receptor monoclonal 
anlibody ( Moreover, HIV therapy is now thought to be a life-long process," para f 00701). 



Redfield does not teach the first effective HIV-1 viral load-reduang dose results in a viral load reduction of up to about 2 5 loolO in the 
subject by about day 9 to aoout day 15 following dosing of the subject nor administering to the subject one or more cubseauent effect 
HIV-1 viral load reducing doses of the antiCCRS receptor monoclonal antibody of at a time when the subject's reduction 
determined to be about 0.7 to 1 .5 Iog10. so as to thereby maintain a reduced viral load in the subject 



ubsequent effective 
in viral load is 



_ ( - , , i, .j subject, 

Olson 441 teaches a method of reducing viral load in an HIV-l-infected subject, which comprises- 

" 1 d ?!?~l Grmg ! ° the SLjb * ect a first effective HIV-1 viral load reducing dose of (1) a humanized antibody designated PRO 140 or of (2) an 
;mti-CCR5 receptor monoclonal antibody which inhibits HIV-I fusion with CD4+CCR5+ cells, wherein PRO 140 comprises (i> two liqht 
^-Ti!* do 0 ™?^ ?^1T^!T^ Sing thG Hgnt Chain Variab,e (VL) und constant (CL) regions encoded by the plasm.d des.gnated 
pVK:HuPRO140-VK (ATCC Deposit Designation PTA-4097), and (ii) two heavy chains, each heavy chain comprising the heavy chain 
^inniY V 3n ?u COn , ' ) regi0nS encoded either °V the P'asmid designated P Vg4:HuPROl40 HG2-VH (ATCC Deposit Designation 
PTA4098) or by the plasmid designated P Vg4:HuPRO140 (mut B+D + I)-VH (ATCC Deposit Des.gnat,on PTA-4099) (para (00311) 
- wherein the first effective HIV-1 viral load-reducing dose results in a viral load reduction of up to about 2.0 log 10 in the subject by about 
day 9 to about day 1 5 following dosing of the subject (para [0046}-[0047]. fig 5)- 

° , f^ n ^ 4 J a,SO tea ches administering to the subject one or more subsequent effective HIV-1 viral load reducing doses of the humanized 
antibody designated PRO 1 40 of (a)(1) or the antiCCRS receptor monoclonal antibody of (a)(2) (para [0074]). It would have been obvious 
i?.w n , e °7 ,in ? ry f " ,n th,s art based on tne teachings of Redfield and Olson '441 and routine experimentation to have the first effective 
H V-1 viral load-reducing dose result in a viral toad reduction of up to about 2.5 Iog10 in the subject by about day 9 to about day 15 
following dosing of the subject and administer to the subject one or more subsequent effective HIV-1 viral load reducinq doses of the 
humanized antibody designated PRO 140 of (a)(1) or the antiCCRS receptor monoclonal antibody of (a)(2) at a time when the subject's 
reduction in viral load is determined to be about 0.7 to 1.5 log 10. One of ordinary skill in this art would have been motivated to do so to 
optimize the liming and conditions for reducing and maintaining a reduced viral load in an HIV-1 -infected human subject. 

Regarding claim 62. Redfield teaches a method of maintaining a reduced viral load in an HIV-l-mfected human • 
[0030)), which comprises: 

[Si^^^^^ 9 l ° SUt>jeCt an anti-CCR5 receptor monoclonal antibody which inhibits HIV-I fusion with CD4+CCR5+ 

fb) > administering to the subject one or more subsequent effective HIV-1 viral load reducing doses of the antiCCRS receptor monoclonal 
antibody ( Moreover. HIV therapy ( s now thought to be a life-long process." para (0070J). 

Redfield does not teach the load-reducing dose results in an up to 2.5 Iog10 reduction in HIV-1 RNA by about day 9 to about day 15 

following dosing of the subject nor admin.stering to the subject one or more subsequent effective HIV-I viral load reducinq doses of the 
receptor antagonist at a time when the subject's reduction in viral load is determined to be about 0 7 to 1 5 loq10 Olson '441 

teaches a method of reducing viraJ load in an HIV-1 -infected subject which compnses' 
I "„ ad ? tni tt n ? -° ?! e l 1 *'!? 3 firS ! etfeclive H,V - 1 vira ' '°ad reducing dose of a CCR5 receptor antagonist (para (0028], wherein the first 
| effective HIV-1 ^l^^^doseresutts in an up to 2.0 log 10 reduction in HIV-1 RNA by about oay 9 to about day 15 following 

dosing of the subject (para ( 0046]- [004 7], fig 5). 9 

Olson '441 also teaches administering to the subject one or more subsequent effective HIV-I viral load reducinq doses of the CCR5 
receptor antagonist (para (0074]). y 



subject (para [0028]- 



- cells (para 
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Regarding claim 62 continues: 



It would have been obvious to one of ordinary skill in this art based on the teachings of Redfield and Olson '441 and routine 
expenmentauon to have .he first effective HIV-1 viral load-reducing dose result in a viral load reduction of up to about 2 5^10 in the 
subjec by about day 9 to about day 15 following dosing of the subject and administer to the subject one or more subsequent effec fve H.V 
1 v, al oad reducing doses of the CCR5 receptor antagonist at a time when the subject's reduction in viral load is defcXed to be abou^ 
0.7 to 1.5 logKX One of ordinary skill ,n this art would have been motivated to do so to optimize the timing and conditfoTsfo ^re^udna and 
maintaining a reduced viral load in an HIV- 1 -infected human subject. ° reaucm 9 an <* 

[S^^^^^ teaCh8S 3 mQlh0d ° f maintaining 3 fedUCed viral ,oad in an H.V-1-infected human subject fpara [0028J- 
[OO^Tl^y 9 l ° SUbjeCt an anli " CCR5 reCePl0f monoc,onal anlibod y wh *ch inhibits HIV-1 fusion with CD4+CCR5+ cells fpara 

(b) administenng to the subject one or more subsequent effective HIV-1 viral load reducing doses of the anliCCRS r^nt™- mnn^i„„ i 
inubody (-Moreover. HIV therapy is now thought to be a life-long process - para 10070J) ant.CCRS receptor monoclonal 

Redfield does not teach the first effective HfV-1 viral load-reducing dose results in a viral load reduction of up to about 1 8 loglO in the 
subject by about day 9 or 10 foHowing dosing of the subject nor administering to the subject one or more subsequent ff^w HIV-VlUl 
a^u 0 ^to 1 f^o^^^J^^ monoclonal antibody at a time when the subject's reduction ,n v,ra. load is date m^„ e d to be 
about 0.7 to 15 Iog10, so as to thereby maintain a reduced viral load in the subject 
Olson 441 teaches a method of reducing viral load in an HIV-l-infected subject, which compnses 

ZZSZET"* ? ,h ° SUbi f°' 3 . firS ' e " eCtive HIV -' viral ,oad reducina dose of (1 ) a humanized antibody designated PRO 140 or of (2) an 
^ 1 r ^ eD ^^"oclonal anubody which inhibits HIV-1 fusion with CD4+CCR5+ cells, wherein PRO 140 comprises ( ) two °ighl 
o^K HuPRO 4rtvK^Trr n nan9 .' h n "? ht ? ain J? riabte «VL) and constant <CL) regions encoded by the plasmid designated 9 
SZl™^"^ and neavy chains ' oach heav V <*™ comprising the heavy chain 

PT^nniy K 7 ^ H) - ea '° n 3 encoded ei,ner b V ,he P ,a smid designated P Vg4:HuPRO140 HG2-VH (ATCC Deposrt Designation 
ihl^i i , 7 P'f^'f.^gnated P Vg4:HuPRO140 (mut B + D+I)-VH (ATCC Deposit Designation PTA-4099) (para m031]) wherein 
the fi st effective HIV-1 viral lead-reducing dose results in a viral load reduction of up to about 18 Iog10 in the sub ect by about daTs • oT 
10 following dosing of the subject (para (0046H0047). fig 5). ' ' ' a or 

° tS .^^ A l a ' SO t ? a ^'L e ^ d . m i niS . terin9 to the subject ° nB ° r more subsequent effective HIV-1 viral load reducing doses of the humanized 
jntibody designated PRO 1 40 of (a)(1) or the anUCCRS receptor monoclonal antibody of (a)(2) fpara 10074]). It wouM have , teen Tobvfous 

h.vTJLh r H k "" n T ^ T 1 °" m ° ' eaChingS °' Redfe ' d and O,so " ' 441 a " d rou " no experimentation to have me fi4. e°fec«vl 
HIV-1 viral load-reduang dose result in a viral load reduction of up to about 1.8 Iog10 in the subject by about day 9 or 10 following dosina 
of the sub,ect and administer to the subject one or more subsequent effective HIV-1 viral toad reducing doses of the humaS a^tibooV 
designated PRO 1 40 of (a)< 1 ) or the antiCCRS receptor monoclonal antibody of (a)(2) at a time whence sublets redJcTo T.n vfra Toad .- 

eondTZ , H ab ° U ' °- '° 1 i l0910 " ° n ° ° f mdina,y Ski " Ms 3rt would hav8 bee " m °« va,ed 'o do so to opUmlie the timing and 
conditions lor reducing and maintaining a reduced viral load in an HIV-1-infected human subject. 

Regarding daim 63. Olson 441 further teaches the first effective HIV-I viral load-reducing dose results 
about 18 loglO in the subject by about day 9 to about day 15 following dosing of the subject, (para [00- 



in a viral load reduction of up to 
[0046H0047]. fig 5). 

are 



Regarding claim 64, Redfield and Olson "441 do not teach the one or more subsequent effective HIV-1 viral load reducing doses i 
h^H f a ""To ^ ?" b ' ecrs viral load eduction is 1.0 loglO. It would have been obv,ous to one of ordinary skill ,n this art 

based on the teachmgs of Redfield and Olson 441 and routine expenmentation to have the one or more subsequent effective H V 1 vVral 
,oad reducing doses are administered at a time when the subject's viral load reduction is 1.0 Iog10. enective niv viral 

xks^k:: ?oo o 3'iir es an H,v ' 1 v,rai ,oad reducing dose ,s 5 *** ° f - sub,e « s we,9w 

Regarding claim 67, Olson 441 further teaches HIV-1 viral load reducing doses administered about every two weeks, about every three 
weeks, about every four weeks, about once a month, or about every six weeks (para (0098J). 

Subjec? (para a (C074i) OISOn '** ' ^ ^ adminislered '"^venously or subcutaneous* to the 
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Regard.ng c a.rns 69 and 120. Olson 441 further teaches PRO 140 comprises (i) two light chains, each light chain comprisinq the hah. 
4M7, V ^ Z h CO H Stan, (C ^ r !9 ions encoded "V •» P'asmid designated pVKHuPROlio-VK (ATCC X 
2™ 1 (,,) tW °^ e fZ C ^^ aCiX h6aVy Chain com P risi "9 <"« "eavy chain variable (VH) and constant (CH) rZns eS^ Ihe 
plasmid designated P Vg4:HuPR0 140 HG2-VH (ATCC Deposit Designation PTA-4098) (para [0031]). encoded by the 

S^?rr« imS 7 °, and 77> °! SOn . 441 a ' SO ,eaches (a) pnor lo ^ministering the humanized antibody designated PRO 140 of (a)(1) or 
agent effective to inhib I HIV-1 . and/or (b) concurrent w.th administenng the humanized antibody des.gnated PRO 140 of (aM 1 ) or the ant,. 
CCR5 receptor monoclonal antibody of (a)(2). at least one antiretroviral agent is administered to the subject so as to enhance the 
reduction ofHIV-l viral load in the subject (para [0101]). w ennance me 

?n^Hfo 9 M C ' aimS 71 78 - ? ,S ° n hJrth8r ,eachoS ,he *«W«vinj| agent is a nonnucleoside reverse transcriptase inhibitor (NNRTI) 
a nucleoside reverse transenptase inhibrtor (NRTI). a protease inhibitor (PI), a fusion inhibitor, or any combination thereof (paraToioV), 

Regarding claim 72. Olson 441 also teaches the antiretroviral agent is a CCR5 receptor antagonist (para (0105)). 
anXdT?pala7o021^ d ™ ^ a "° v*"*™** a gent ■» ■ CCR5 receptor antagonist that is a monoclonal 

SS* 19 C ' aim ?5 ' ° IS ° n fU,1har ' eaCheS 3 monoc,ona ' amibod V CCRS rece P ,or antagonist that IS a humanized antibody (para 
de^gnated'pRO M0° P ara '£i,T huma "™ d an,ibod V CCRS »W -WW other than the humanized antibody 

Regarding claim 79. Olson '441 further leaches the CCRS receptor antagonist is a non-prote.n small organic molecule -para 101051). 

^^M^^^S^ ArtiC ' e 33<3 ' 33 bein9 ° bVi ° US OV6r °' SOn ' 441 - aS abOVe ' '' ieW °' US 2007,0031408 A1 to 

Regarding claim 105. Olson 441 does not teach the humanized PRO 140 antibody is pegylated to increase its serum half-life Olson ann 
teaches the humanized PRO 140 antibody (para (0007)) is pegyialed to mcrease its sZ half-life (para (OI^O™!) wluld have 

On^ ordin^ 0 °Cn *21 ? ^ '° ^ ' he PRO 140 3nt *>°<» °'° ls °" 408 f ° r the CCRS receptor' antagonsTof Olson°441 

reduction motivated to do so to increase the length of time between dose administrations ita cU 

WewTf ason d '40 8 8 laCk inVenUVe SteP Und ° r PCT Artid8 33(3> 35 bCin9 0bVi ° US OVef N8,SOn 10 View of ° ,son ' 441 - as ab ° va - and further in 
Regarding claims 27-28. Olson '441 does not teach the humanized PRO 140 




ofRe 1 dfield aCkS a " inVentiV8 S ' eP Under PCT ArtiC, ° 33<3) 38 bei " 9 ° bvi ° US OV8r NelSon " view ° f O,son ' 441 - as above, and further in view 
Regarding claim 94. Redfield further -eaches that the subject is a pregnant woman (para (0095]). 

r^Ju^fn^K 20 ' 123125 indUStna ' app,icabili, y as "V PCT Article 33(4, because the subject matter can be 
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